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Hitting a New Target in Multiple

Myeloma

‘The future, to me, is really exciting.’

The development of novel ther-
apies including proteasome in-
hibitors, monoclonal antibodies,
and immunomodulatory drugs
have significantly improved the
prognosis and survival of patients
with multiple myeloma. Despite
the improved outcomes, the
high rate of treatment resistance
and relapsed disease indicates a
need for continuing therapeutic
innovation.

The emergence of B-cell matu-
ration antigen (BCMA)-targeting
agents has given this patient pop-
ulation new hope, demonstrating
promising and exciting clinical
results in ongoing trials.

ONCOLOGY® sat down
with Sagar Lonial, MD, professor
and chair of the Department
of Hematology and Medical
Oncology at the Emory Univer-
sity School of Medicine and chief
medical officer at Emory’s Win-
ship Cancer Institute, to discuss
the FDA approval of the anti-
body-drug conjugate belantamab
mafodotin (Blenrep), along with
other BCMA-targeting agents for
patients with multiple myeloma.

What are the current

. strategies for targeting
BCMA in multiple myeloma,
and what advantages do
they hold over conventional
treatment?
LONIAL: There are, right now, 3
different ways to get to BCMA.

You can use the antibody-drug
conjugate monomethyl aurista-
tin E you can do a bispecific, or
what’s also known as a T-cell
engager, or you can use chimeric
antigen receptor (CAR) T-cell
therapy.

The first approved drug to
target BCMA, belantamab ma-
fodotin, included patients with
a median of 6 to 7 prior lines
of therapy. For patients who
do respond, the duration of
response (DOR) is 11 months.
I think that’s an important
number to put in perspective
because for every drug that has
a 30% response rate, the median
progression-free survival, or PFS,
is about 3 months. No matter
what drug you look at in that
refractory myeloma setting, 30%
equals 3 months. But the DOR
[for belantamab mafodotin]
really speaks to the tolerance of
that treatment and the ability for
responders to stay on treatment.
That’s why I think it’s such an
important step forward. The
ocular toxicity is somewhat
unique for myeloma drugs. It is
more of an examination finding
by an ophthalmologist or an
optometrist; it does not always
result in significant symptoms.
And in fact, only 18% to 20%
of the time it results in a change
in visual acuity. I think the
take-home message is that it is a
really good option. It’s our go-to

option for triple-class refractory
myeloma. Partnering with an eye
care professional is part of the
process, and it’s just something
we should all get used to doing
to figure out how to maximize
the benefit from [belantamab
mafodotin].

If you go to the T-cell engag-
ers, I think this is a concept that
we’ve seen with blinatumomab
(Blincyto) in acute lymphoblastic
leukemia (ALL) and now lym-
phoma, where you’re basically
targeting the tumor, and you’re
targeting a T cell and bringing
them in close proximity. [ will tell
you personally, I was skeptical
that this approach would work
in myeloma because 1 thought
that T cells would be exhausted,
and I wasn’t sure you’d be able to
get them to work. But certainly,
at the higher doses in the phase
1 trials for both teclistamab and
the BMS (Bristol Myers Squibb)
product, it appears that you’re
getting responses over 65% to
70%. What we need to see is
the durability of those responses,
and what the mechanisms of
failure are for this. Is it inducing
ultimately T-cell exhaustion?
Or are there new mechanisms
of resistance that we just don’t
know? But this is another way
to go after BCMA.

The third is CAR T cells.
CARTT cells I think everybody’s
familiar with in terms of ALL and
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diffuse large B-cell lymphoma.
The only difference is BCMA
is the target. What we see [with
CAR T-cell therapy] is a very
high overall response rate. And
interestingly, the incidence of
significant cytokine release syn-
drome or neurologic toxicity is
much lower in BCMA-targeted
CAR T cells than we’ve seen
with CD19. We don’t know if
that’s a function of BCMA or
if it is a function of myeloma,
but it seems like it’s actually
somewhat better tolerated
overall. And at least from what
we know that was presented
by [Nikhil C.] Munshi, [MD,]
the median progression-free
survival is about 11 months as
well. So, there are very active,
very deep responses that last
roughly 11 to 12 months on
average.

I think the advantage that
BCMA has over, for instance,
CD38 or even SLAMF7, is that
the target is expressed much
more exclusively on plasma
cells. So, the off-target impact
is going to be less. And it gives
us a second or third antibody
target to go after that is really
important. BCMA is a great
target, its ligand is 1 of the
reasons why myeloma cells
become resistant. So, blocking
BCMA, through any of these
approaches, actually not only
targets the tumor cell, but it
also may help to overcome drug
resistance. And those are really
exciting opportunities.

When it comes
= to belantamab
mafodotin, what is the
patient population that’s
best suited for this drug?
LONIAL: The FDA approval is for
patients who are triple-class

refractory, so resistant to prote-
asome inhibitors, immunomod-
ulatory agents, and anti-CD38
antibodies. For me, it would end
up being a patient who’s had 3
prior lines of therapy, and is still
in a reasonable performance
status to get any treatment
atall.

Can you talk a little
= more about the

associated ocular toxicity?
LONIAL: Unfortunately, you can’t
treat the ocular toxicity per
se. The best way to treat it is
to hold the drug and let the
toxicity [ease]. What I think is
important and different from
many other drugs, though, is
that the half-life of belantamab
mafodotin is long enough that,
even if you have to hold a dose
or 2 for 3 weeks, or oftentimes 6
weeks, most patients still main-
tain or improve their response.
It’s not like if you don’t stay on
schedule you’re going to be in
trouble. I think that’s an import-
ant lesson we learned from the
phase 2 DREAMM-2 study.

What do you see as

= the next steps with
belantamab mafodotin,
or with any of the other
BCMA-targeting therapies?
Is it possible that they
could move earlier in the
treatment timeline?
LONIAL: T think the question is
going to be,how do you partner
them with other drugs? How
does [belantamab mafodotin|
fitin? And those trials are being
done now, combining it with
pomalidomide (Pomalyst),
with bortezomib (Velcade),
with lenalidomide (Revlimid).
Then, another question coming
up is, how do you sequence

those drugs? If a patient has
been treated with one, can they
respond to another? That’s a
question we’ve not been able
to answer because most of
the trials have excluded prior
exposure to BCMA [therapy].
But now they’re all including
cohorts of prior BCMA therapy.
I think we’ll get an answer to
that question in the next year.

Is there any trial
Q: specifically in this
area that you’re looking
forward to hearing about or
that will really inform these
issues?
LONIAL: What I’'m most curious
about with the T-cell engagers is
longer follow-up to understand
how long do these responses
last? Because I think our hope
with the CAR T cells was that
perhaps the median duration
of response might be longer
than we’ve seen, but it’s a one-
and-done therapy. Once you’re
done with a CAR T-cell therapy
you’re not on any other thera-
pies, which patients love. But
with the T-cell engager giving
a continuous therapy over
time, maybe the response will
last longer. We don’t know the
answer to that, and that’s the
big question we have to answer.

What about multiple

. myeloma in the newly
diagnosed setting? Where
is the field headed when
it comes to that group of
patients?
LONIAL: I think in the newly di-
agnosed setting, we will likely
move to quadruplet regimens.
The question is going to be, how
long do we continue treatment
with all 4 drugs? At least at
our center, we’ve adopted RVd

(lenalidomide, bortezomib,
and dexamethasone) plus da-
ratumumab (Darzalex), as a
standard induction regimen for
standard-risk patients. But we
only give it for 4 cycles, collect
stem cells, and take them to
transplant, and then we go to
risk adaptive maintenance after-
ward. I think the idea of con-
tinuing 4 drugs forever is not a
very patient friendly approach,
nor is it a very cost-effective
approach. But the question
is, can you use these drugs for
short bursts of time to try to get
where you want to get,and then
come to something a little less
intense on the back end?

It seems like we'’re
u: in a period of real
innovation here in the
multiple myeloma space.
Would you agree with
that? How would you
characterize where the
field is right now?
LONIAL: We have periods where
a lot [of innovation] happens.
The last time was probably
2016, when we had both
elotuzumab (Empliciti) and
daratumumab approved in the
same 60-day period. We’re see-
ing BCMA-targeted therapies
come to the forefront of therapy
and moving them into earlier
lines of therapy, and figuring out
how to do things like minimal
residual disease (MRD)-driv-
en therapy. If somebody is
MRD-positive, is that where
you treat with a BCMA-di-
rected therapy early to try to
eliminate that? I think those are
exciting questions we’re going
to be able to answer.
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